ANDA 74-681 June 18, 1999

Novopharm NC, |nc.

Attention: Dietrich Bartel

U S. Agent for: NovopharmLimted
4700 Novopharm Bl vd.

Wl son, NC 27893

Dear Sir:

This is in reference to your abbrevi ated new drug application
dated June 5, 1995, subm tted pursuant to Section 505(j) of the
Federal Food, Drug, and Cosnetic Act for Fluconazole Tablets,
50 ng, 100 ny, 150 ng, and 200 ny.

Reference is also nade to your anmendnents dated COctober 18, 1996
and March 16, April 7, and May 5, 1999 (2 subm ssions).

We have conpleted the review of this abbreviated application and
have concl uded that, based upon the information you have
presented to date, the drug is safe and effective for use as
recommended in the submtted | abeling. Therefore, the
application is tentatively approved. This determnation is based
upon information available to the Agency at this tine, (i.e.,
information in your application and the status of current good
manuf acturing practices (CGWws) of the facilities used in the
manuf acture and testing of the drug product), and is subject to
change on the basis of new information that may conme to our
attention.

The reference |isted drug product (RLD) upon which you have based
your application, Diflucan Tablets of Pfizer Central Research, is
currently subject to two periods of patent protection which
expire on June 2, 2001 (U. S. patent 4,416,682) and January 29,
2004 (U.S. patent 4,404,216). Your application contains a
Paragraph 11l Certification to each patents under Section
505(j)(2) (A (vii)(1ll) of the Act stating that Novopharm Limted
(Novopharm) will not market this drug product prior to the
expiration of both of these patents. Therefore, final approval

of your application may not be nmade effective pursuant to

21 U S.C 355(j)(5)(B)(ii) of the Act until all relevant patents
have expired, i.e., currently January 29, 2004.

Because the Agency is granting a tentative approval for this
application, please submt an anendnent at |east 60 days (but not
nmore than 90 days) prior to the date you believe your application



will be eligible for final approval. This anmnendnent shoul d
identify changes, if any, in the conditions under which the drug
product was tentatively approved, and should incl ude updated
information such as final-printed | abeling, chemstry,

manuf acturing, and controls data as appropriate. An anmendnent
shoul d be submtted even if none of these changes were nade.
Thi s subm ssion shoul d be designated clearly in your cover |etter
as a M NOR AMENDVENT. In addition to this amendnent, the Agency
may request at any time prior to the date of final approval that
you submt an additional anendment containing the information
descri bed above.

Failure to submt either or, if requested, both amendnents may
result in rescission of the tentative approval status of your
application, or may result in a delay in the issuance of the
final approval letter.

Any significant changes in the conditions outlined in this

abbrevi ated application as well as changes in the status of the
manuf acturing and testing facilities’ conpliance with current
good manufacturing practices (CGws) are subject to Agency review
before final approval of the application will be nade.

Pl ease note that this drug product may not be marketed w t hout
final Agency approval under Section 505 of the Act. The
introduction or delivery for introduction into interstate
commerce of this drug product before the final approval date is
prohi bited under Section 501 of the Act and 21 U . S.C. 331(d).
Al'so, until the Agency issues the final approval letter, this
drug product will not be deened approved for marketing under

21 U.S.C. 355 and wll not be listed in the "Approved Drug
Products with Therapeutic Equival ence Eval uations" list (the
“Orange Book”), published by the Agency. Should you believe that
there are grounds for issuing the final approval letter prior to
January 29, 2004, you should anend your application accordingly.

At the tinme you submt any anmendnents, you should contact
Ti not hy Ames, Project Manager, at (301) 827-5849, for further
i nstructions.

Sincerely yours,

Roger L. WIllians, MD.

Deputy Center Director for

Phar maceuti cal Science

Center for Drug Eval uation and Research



